(1) it was assumed that total drug was eliminated from the liver. Gibaldi and Koup (2) derived their Eqs. (11) and (12) assuming only free drug was eliminated in the liver. If we make the same assumption as Gibaldi and Koup, then our Eq. (30) remains the same, but could also be written as where K" =f2K,,,, c~r, oz.r_ c ,,-,poz c 9 ~2ss -J2,--2s~ ,J2 ,s the free fraction in liver compartment 2, K',~ is the Michaelis-Menten constant in terms of free drug, and the f refers to free (unbound) drug.
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In the article by Wagner et al. (1) it was assumed that total drug was eliminated from the liver. Gibaldi and Koup (2) derived their Eqs. (11) and (12) assuming only free drug was eliminated in the liver. If we make the same assumption as Gibaldi and Koup, then our Eq. (30) remains the same, but could also be written as (3), who reported that a plot of the clearance of total warfarin versus the fraction unbound gave a linr plot with slope equal to the intrinsic clearance of free drug; this in our symbolism is equivalent to CL~ =f~. CL{.
